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New di: peptide derivatives - possess high HIV protease inhibitory 
activity and stability 
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R 6 = divalent hydrocarbon which forms a 5- to 7-membered ring with 
the nitrogen and carbon atoms to which it is bound or a divalent 
group in some of carbons are substituted by heteroatoms; 

R 7 = 1-6C aliphatic hydrocarbon or aromatic monocyclic hydrocarbon 
containing less than 12C. 

USE 

(I) are used in the treatment of AIDS. 

ADVANTAGE 

(I) have a comparatively low molecular weight which reduces 
their excretion from blood into bile. (I) possess high HIV protease 
inhibitory activity and excellent stability in the body. 

EXAMPLE 

211 mg l-Ethyl-3-(3-N,N-dimethylaminopropyl)carbodiimide 
HC1 and 168 mg HOBt.HhO were added to a suspension of 365 mg 
(K)- -5-l(/o , J o)- j-amino- z- nyuroxy-4-pnenyiDutanoyl J - 1 , 3-tniazoudin- 
4-N'-teit-butylcarboxamide and 167 mg phenoxyacetic acid in 4 ml 

IJP10101654-A+ 


Dipeptide derivatives of formula (I) and their salts are new. 

-V-' . " JL- 

A = -OCH 2 CO- ; 

R ,-Rc = H carboxvl alkoxvcarbonvl carbamovl alkvlcarbamovl 
hydroxy, hydroxyalkyl, amino, aminoalkyl, alkylamino or 
acylamino; 




DMF. The mixture was stirred at 25 °C for 14 hours and concentrated 
in vacuo. The residue was dissolved in 25 ml and washed with 10% 
aqueous citric acid, 5% aqueous NaHC0 3 and aqueous NaCl, dried 
over anhydrous MgS04 and concentrated in vacuo. The residue was 
purified by silica:gel column chromatography in.CH 2 Cl2/MeOH to . 
give, after precipitation from EtOAc/n-hexane, 300 mg (R)-N-tert- 
butyl-3-[(2S,3S)-2-hydroxy-3-(phenoxyacetyl)amino-4- 
phenylbutanoyll- 1 ,3-thiazolidin-4-carboxamide. (CBB) 
(24pp008DwgNo.0/0) 
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H-3-[(2S,3S)-2-t Fn^y-3- C4-7f-/W7x7*v 
T-t+fr) 75 7-4- 7x-;U-7'7 7-f /I/] -1.3- *7 
y'Ui/7-4- tf/l^f-f 5 F. (R) -N-tert- 7"f7l/-3- 
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'J i^y-4- *;^t5H, (R)-N-tert- 7>-/L-3-[(2 
S , 3S) -2- 1 F o df y-3- C 2 , 3- >*7 ?-/!/ 7 x 7 * v 7* 
•f/lO 757-4- 7x-^777-OH -1.3- -f-77U 
y v 7-4- #/l/;tW5F\ (R)-N-tert- 7"f-/l/-3-((2S, 
3S)-2-h Fo*>-3- C2.3.6-F y7f-/l/7x7*y-7 
■fef-/lO 757-4- 7x-;P7^7/f;P] -1,3- f-77 
•Ji/>-4- #/P#=*-t5 F3rfc\ 

[0 0 2 8] iOJlftfMcfi. ffirEHRafcdll) 
ft|>. (R)-N-tert- 7"f7l/-3-((2S,3S)-2-t KoJfy-3 

- C2-^f-/U7x7#>-7-fef-/P3 757-4- 7i-^ 



7**74;H -1.3- f-77''J^7-4- #;!/** -fr 5 F\ 
(R)-N-tert- 7>/l/-3-((2S,3S)-2-t Fn* v-3- C2. 
4-7"7f-;l/7x73-y-7*f7l/J 75 7-4- 7x-rt/7 
774/1/] -1.3- ^77"'J^>-4- #/l/*3-?5F\ 
(R)-N-tert- 7>/W-3-((2S.3S)-2-t Fn* y--3- C2. 

6- j/7^-/1/7x 7* y- 7*^-/1/;) 75 7-4- 7i^7 

7 7-fyi-] -1.3- f-ryy w-k- a/MMftf-s f. 

(R)-N-tert- 7>/l/-3-[(2S.3S)-2-t Fo3f*/-3- C2, 
4,6- FU 7^/1/7 x 7^7*^710 75 7-4- 7x- 
;l/7'7 74/l/] -1,3- ^-77 ^^7-4- *;U^-9"5 
F\ (R)-N-tert- 7f-/l/-3-((2S, 3S)-2-t Fo^r v-3- 
U-tilW^lV-fr X+lVy x7*^7-fe?7l0 75 

7- 4- 7x^7*^7^^] -i,3- 

^^-9"5F\ (R)-N-tert- 7>7l/-3-((2S,3S)-2-t F 
Odf x-3- C 2-7 ^)VJ])V> 4 /P-6-7 f/P-7i/^ 
i/7-tf-ZlO 757-4- 7x^/1/77 7.4 -1.3- f- 
77'; ^'7-4- ?!MW#3Mr5 F\ 
[0029] (R)-N-tert- 7^/l/-3-((2S,3S)-2-t Fn 
^ry-3- [2-^7^^;^^-^ >V-6- A+lV? x7* 
->7-b^-;l/] 75 7-4- 7x-/l/7"77-Ol/] -1.3- f- 
7/'Jy>4- ^;UtC^-9"5 F\ (R)-N-tert- 7>;I/-3 
-t(2S.3S)-2-t Fodf i/-3- C2-h Fn^fi/7f-/P-6- 
^f^7i/#y7tf^)7S/-4- 7x^/1/7^7 
/f;U] -1.3- f-77'J i»-4- ^^dftf5 F\ (R)-N- 
tert- 7>/W-3-((2S.3S)-2-hFn4ri/-3- C2-75 7 
-6- 7^-/1/7 x 7 dfv7-bf-;l/D 75 7-4- 7x^/U7" 
9 JAW -1,3- ^7y'U^>-4- F\ 
(R) -N-tert- 7>^-3- ( (2S . 3S) -2- 1 F D S/-3- C 2- 
*;U5/U75y-6- 7 ^;U7x 7^^7*^-/1-] 757 
-4- 7x-;W7"^7-f;H -1.3- f-7yU>*7-4- t))V 
#^■9-5 H, (R)-N-tert- 7^;l/-3-((2S,3S)-2-t Fo 
=^^-3- C2-7*f-;l-75 7-6- 7f/l/7x7df>-7-fe 
f-;PD 75 7-4- 7x-/W77 7-<;l/] -1,3- ^77' 'J 
^7-4- ^/U^-^5 F\ (R)-N-tert- 7f-yl/-3-((2S, 
3S)-2-hFndf>--3- C2-7 5 77^-6- 7f-;U7x 
7^7-bf-/lO 75 7-4- 7 X.-IV79 7 4 /P] -1.3 
- f-77"U^'7-4-^;^'^f^5 F. (R)-N-tert- 7> 
;U-3-((2S,3S)-2-h Fndfv-3- C2-7f-;l^7 5 7-6- 
^f^7iy*y7W]7S7-4- 7x^777 
>f/W] -1.3- f-7yj x>-4-#/Pii«rir5 F\ (R)-N-t 
ert- 7>;k-3-((2S.3S)-2-t Fo4fy-3- C2->/'7f- 
;P757-6- 7^/l/7x7^fv-7-fe^D 757-4- 7 
x-;W777/f/l/] -1.3- f-77' 'J v'7-4- ^il/^dft 
5F\ 

[0030] (R) -N-tert- 7*f-/l/-3-((2S.3S)-2-t Fo 
#v-3- C2-^/P^i/-6- 7-f/l/7x7^fy/7-bf- 

757-4- 7x-;P777/f -1,3- +T/\)is 
7-4- *;I/^Jf-t5 F\ (R)-N-tert- 7f-;l--3-((2S.3 
S) -2- th'oJf i^-3- [2-7 F^f \/ii)V#-lV-b-* 
7xS*i/r±W) 75 7-4- 7x-^7'77-'f )V] 
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-1.3- 1-7Y0 : Jy-4- #/l-**-if 5 F\ (R)-N-tert- 
7'f-;W-3-((2S,3S)-2-h Fn^fi/-3- H-i])V>^4 ll 
-2,6- y^f^iy^fyTtfAOrSAf 

;i/7"^y-f^] -i,3- +rwvy-\- *n>#*v$ 

F, (R)-N-tert- 7'^-/U-3-((2S, 3S)-2-h Ha^f^-3- 
C4-*f-^#A''N ; E:-OL'-2,6- y^f/^iy^fyn 
3-/10 T5/-4- 7i-^/^/^f/l/] -1,3- f-TV'U 
v'y-4- F, (R)-N-tert- 7'37l-3-(<2S, 

3S)-2-b KD^fv-3- C4-v*.Xf7Mrrt"''ftE4 /1-2.6- 
J/y 371-7 x 7*^7**3710 75 7-4- yx-Zl-T"? 

74/1-3-1,3- ?-TV , Jv ; y-4- #/P#3-9-5F\ (R)- 

N-tert- 7>^-3-[(2S,3S)-2-t Ko=3fv-3- [4-bF 
o^v-y 371-2, 6-^371-7 x7#ynf^) 75 
7-4- 7x-/l-7'y74/U] -1,3- f-TVU ^>-4- * 
(R)-N-tert- ~7^r)V-?r ( (2S, 3S) -2- 1 F 
C4-T57-2.6- y7f^7i/Jfy7tf 
/U) TS/-4- 7i-/^y^P] -1,3- f-TVUv 
y-4- #/M?3-f5 F\ (R)-N-tert- 7'3~/l'-3-((2S,3 
S)-2-h Hodrx-3- [4-*/U5/17*5 7-2,6- ^3- 
;U7x7^^T-fef-;U) 75 7-4- 7x-/17"y74 
;H -1,3- 3-7*7" Ux>-4- «;ht;^^ K. 
[003 1 ] (R)-N-tert- 7>/W-3-((2S,3S)-2-t HQ 
Jfiy-3- C4-7-bf-;UT5 7-2,6- y^f^7x/Jfy 
7*3710 T5 7-4- 7x^7'77-f;H -1,3- 3"7 
7"iJv ; >--4- */mt$F. (R)-N-tert- 7"^-3- 
[ (2S, 3S) -2- 1 F o * i/-3- [ 4-7 5 7 y 3-/1--2 , 6- J/ 
^f/l7i/^fyTW) 7*5 7-4- 7x-;U7"?7 
-1,3- f-rVU5/>-4- tf/l-tf^f-tSF, (R)-N- 
tert- 7"37U-3- ( (2S, 3S) -2- b Fn^f S---3- C 4-y 3-/1- 
T5 7-2,6- y^f/l7x7^yTtf;l/) T5 7-4- 
7 x X/l-7"? 7 4 /I- ] -1 . 3- 3*77* U x y-4- tf/MMf 
-f5 F\ (R)-N-tert- 7"3vl-3-t<2S,3S)-2-b Fn* v 
-3- ( 4-^371/7*5 7-2.6- y7f;l-7x7^y?-b 
3710 T57-4- 7x-;P7"^7'f /u] -1,3- 3-7VD 
i»-4- */UsI«df-9-5H, (R)-N-tert- 7*3-/1^3- t(2S, 
3S)-2-bFa*>-3- C4-#/W#3-^-2,6- i?*j-fl7 
x 7* ^7*3710 T5 7-4- 7x-;17'?7-f;l] - 
1.3- f-TV*U^>-4- ^/l-^-^ 5 F\ (R)-N-tert- 
7'371-3-((2S,3S)-2-b h'D^v-3- [4-y F^i^/l- 
^-;U-2.6- ^yf-;k7x7Jfvr-b3-^D T5 7-4- 
7x-;W7"^7'f;U] -1,3- f-rV'J^V-4- #/lo-jfdf 
■9-5 h*. (R)-N-tert- 7*f-^-3-[(2S.3S)-2-b Fo* x 
-3- [4-X371-6- ^f^7x7#yTW) T57 
-4- 7x-;U7'^7-Y;P] -1.3- fTV 'J >? >-4- #/l 
.-li^-y-SF. (R)-N-tert- 7'f-/P-3-[(2S.3S)-2-b F'D 
dfv-3- [4-7 , nb/l--6- yf^7x7^yr-fef'^ 
757-4- 7x-^7^/H-l,3- f-Ty"'7i»-4 
- #/l-;K*-t5F. (R)-N-tert- 7"37U-3-((2S,3S)-2- 
tKoJfv-3- (4-4 yrnt/k6- yf-;P7x7= J fv- 
74=3-/10 75 7-4- 7x-/P7"?7-OU] -1,3- 3~7 



7 'J^>-4-^^^-t5h\ (R)-N-tert- 7^-3- 
((2S.3S)-2-b Fo^fi/-3- [4-7'7/l"6- ^f^7x 
7*^7*3-/10 75 7-4- 7xX/l-7*:J'74/i-] -1,3 

- f-TVUvy-4- #/U*=»f^5 H4if. 
[0032] RfcUi. JJE<0»«O4t£ttfcJfll'** (R) 

-N-tert-737U-l,3- *T*/Vif>-4r tt^t^Z F 
(Cj&Xf. (R)-N-tert-7'f-;U-5,5- : J*+>V-\,3r 3" 
7 V 'J v y-4- #/l-;i<*1f 5 F . (4S , 5R) -N-tert-7*3- 
)W>- y 371-1. 3- *WJy7-4- jfr/PslWrfrS 
F\ (2S,4S)-N-tert-7"3-/l^4- ?onto'Jy>2- 
/r^iK^SHS^i (Sj-N-tert-yf-ZU- ba'J^V 
-2- tf/l-**-* 5 F * StMWD-^MteW&i t'tf 

[0033] mtx , HtFie-flR^ ( n ) -cvzti* Kit 

**£R 7 fctert- f^-MO^kiX. jBftO 5^/1^1 

mk-t s . Jbie-fL-^-^ t mm- & -*^L^ft». 

(R)-N-(2- y3-/^y^'/U)-3-[(2S.3S)-2- tFo^y 
-3- [2.3-^3-/1^7 xS*i/T*z+WT 5 7-4- 7 
x -/l^7"y74/ld -1,3- 3-7*7" US;' >-4 L i])Vif-**t 
5 F. (R)-N-(2- y3-/^y> ! /W)-3-((2S,3S)-2- b F 
□dfv-3- [2,6-^3-/1-7 x 7 df v-T-b3-/W] T5 7 
-4- 7x-/|^7"^7'f /H -1.3- 3-T7"'J> ; '>'-4- 
tf3"t5 F\ (R)-N-(2- tj-llr^yi/lD-l- K2S.3S)- 
2-b Fn*^-3- [2.3.6-F l jy3-/L-7x7^>-T-fe3- 
/H T5 7-4- 7x-/uy^7-f/l/] -1.3- f-TVUv 1 
y-4-*/l-^^5 Fife's <fcOft*WW±> HUfe-^ 

sSdvjT^sn^-Tioft^wB. (r)-n-(2- ^3-/^ 

y^7W-3-((2S.3S)-2- bFndfv-3- (2-^f;17x 
/^yr^lV} T5 7-4- 7 x-/P 7*? 7 4 /Id -1.3 

- 3-T7"U^>-4- ^/U^-9-5 H, (R)-N-(2- ^3-/1- 
<y> ; /l')-3-[(2S,3S)-2- bFadfv-3- [2.4-^3- 
/l-7x7^^T-t3-/l-D T5 7-4- 7 x -/I- 7"^ 74 
/H -1.3- 3-rV'U >-'y-4- ^/U.^-tS F\ (R)-N-(2 

- y3-/l-^>'> ; /l/)-3-((2S.3S)-2- bFodfv--3- [2. 
4.6-FU7 3-/l'7x7^v-r-fe3-/l'D 7*5 7-4- 7x- 

/i-7"y 74 /u] -l, 3- 3-rV'j yy-4-*/im 5 

F\ 

[0 0 34] (R)-N-(2- y3-/l- / <>'^/l')-3-((2S,3S)-2 

- bFn^fv-3- [2-*/l-A*^r4 /U-6- y 3-/1-7 x7^f 
^7*3710 T5 7-4- 7x^/W7"^74/l-] -1.3- 3" 
ryj^y-4- */U-t'=Sf-9"5F\ (R)-N-(2- *l->VKy 

((2S.3S)-2-bFo^x-3- {.l-*1riVil)V* 
^4/1-6- y 3-/1-7 x7^fiyT-fe3-/l-) 7*5 7-4- 7x 

rL/pr^y^f/H -1.3- 3-7*y"u^>-4- tr>m*y-$. 

F, (R)-N-(2- y3-/l-^>^/l)-3- [(2S,3S)-2-bFO 
^fv-3- [2-xy3-/l-^/l-''< ; E4/l-6- ^3-/1-7x7^ 
^Tb3-/1-] 7*5 7-4- 7x-/l-7'?74/!-] -1,3-3" 
TYVity-i- */^^5F\ <R)-M2- *^->l<<y 
s J)V)-l- ((2S.3S)-2-b Fndfv--3- [2-b Fo4f y/< 
3-/1-6- y 3-/1-7 x 7 Jf>" 7*-fe3-/l-) 7*5 7-4- 7x- 
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)V79;4)l] -1,3- f-T'/'JyH- ^/UtfdMfS 
F\ (R)-N-(2- t^-iV^VVlVi-l- ((2S,3S)-2-b Fn 
*v-3- (2-757-6- 7^-7x7=*i'7-fe^;lO 7 

57-4- 7x-;wy'f/H -1.3- f-rvj a?v-4- 
#/M^^5F\ (R)-n-(2- y^u^y^i-)^- (<2S, 
3S)-2-b Fn*>-3- (2-*/U5^7 5 7-6- 7f-/U7 
xy^fy7*f/P] 75 7-4- 7i-;W7-f;H - 
1,3- f-7V"Ux'y-4- ^mSK, (R)-N-(2- 7 

7 5//M -3- [ (2S , 3S) -2- b Fn^f v-3- C 2-7-fc 
^/U75 7-6- ^fiP7zy^y7-fef;P] 75 7-4- 
7x-^7^f/H -1,3- f-7V'J^>-4- 
■?5F\ (R)-N-(2- *<]-)l><V l J)l)-1- ((2S,3S)-2-h 
Kn^f>-3- (2-7577^-6- yf-;P7x7*y-7 
■fe^/lO 75 7-4- 7x-^/^H -1,3- f-TV 
Ui/7-4- F\ (R)-N-(2- ^f;Kyy 

/U)-3-((2S,3S)-2- bFo^>--3- (2-7f-/l-75 7-6 

- 7^7x7^f^7-b^-/U] 75 7-4- 7x-/P7'7 
7-OW] -1,3- f-7V'J^>'-4- ^tf^S F\ 
[0035] (R)-N-(2- A^-)VKy=J)V)-3-{(2S3S)-2 

- b Fn^-3- T2-vXf-;U75 7-6- 7^71-7x7' 
df^7-fef-/lO 75 7-4- 7x^7'?7-fA-] -1,3- 
frV*';yy-4- tf/Utf^-tS F\ (R)-N-(2- 7f-;K 
y>-";l')-3-((2S > 3S)-2- bHnJf^-3- C2-*;Ut^^ 
-6-7f-/U7x7^^7-fef-/U] 7 5 7-4- 7x^7 
77^/1- ] -1.3- ^-77''J^>-4- tf/Ptf'^-fS F\ 
(R)-N-(2- 7f-;^7^)-3-l(2S,3S)-2- bFO*v 
-3- (2-7 F^/7/U*-^-6- 7f^7x7^7-fe 
f7t0 757-4- ~7 x.-)\,-f 9 M )V} -1,3- f-7VJ 
i/V-A- -t))V-#**r 5 F\ (R)-N-(2- 7^-/K>'v-';U)- 
3-((2S.3S)-2- bFn^-3- (4-^/1^ A )V-2,b- 
^"7^;U7x7^r>-7-fef-;H 757-4- 7x^7'? 
JA)V\ -1,3- f-7V'U> ; >-4- #/Mf3-tf 5 h\ (R)- 
N-(2- 7-f-;l^>-y;U)-3-((2S,3S)-2- 

C 4-7 ^)Vi])V> \'*r 4 ;W-2. 6- >*7 7 x 7 * 7-fe 
f7l/) 75 7-4- 7 x ^1-7*7 7 4 /H -1,3- f-TVU 
^>-4- #;W#*^5F\ (R)-N-(2- ^f/Kyy/H- 
3-[(2S,3S)-2- hKD*y-3- lA-Vt&iVivV^A 
/U-2,6- y^f;l/7x7^yTtf;^ 757-4- 7x 
-)V1?9JA)V\ -1,3- f-77' 11x7-4- ;7/M<3-f 5 
F, (R)-N-(2- 7f-;KVi»)-3-((2S,3S)-2- b Kn 
dfv-3- C4-b HDJfy^f/h2,6- y^f;17x/^f 
xT-fef-AO 7 5 7-4- 7x-A7'7 7-f /U] 
TYViSy-A- (R)-N-(2- ^f;K> 

£7;U)-3-C(2S,3S)-2- t Fadfv-3- (4-757-2,6- 
y J 7^;l'7x7^fy7-t^UD 757-4- 7x^77 
7-fA] -1.3- f-7y"U^>-4- a/MMMfSP. (R)- 
N-(2- 7^;K7^VW-3-((2S,3S)-2- t Fn* >--3- 
(4-*A5A75 7-2,6- y/^7x7Jfy7-bf 
/I/) 757-4- 7x-A-7"7 7-f/l<] -1,3- T-TYOi? 
7-4- #/M^-t5F\ (R)-N-(2- *+fr*.V*JM-y- 



((2S,3S)-2- bFo^v-3- (4-7-fef-^7 5 7-2,6- 
y7f^7xy^y7-tf^)757-4- 7x-;U7*7 
74 A] -1.3- f-77'U >-'7-4- #/M<*-?5 H. 
[00 36] (R)-N-(2- 7f-/Ky^l-)-3-((2S,3S)-2 
-bKodf^-3- C4-7577^-/U-2.6- ^7^-/W7x 
J*i/T*.^}V\ 75 7-4- 7x^l7'^7^H -1.3 

- */pj|f=Sf9-5 F\ (R)-N-(2- 7f-A 
^yjy;W)-3-((2S,3S)-2- bFn*v-3- (4-7^/1-7 
57-2.6- y7f^7x7^fy7W)757-4- 7 
x-;U7"^7>f;H -1,3- j-TYV ; Jy-4- t})V#**t 
5F\ (R)-N-(2- 7^-;K7> ;; ;P)-3-((2S,3S)-2- bF 
odfx-3- (4-i>'7f-A7 5 7-2,6- ^^7x7^ 
v-7-fe^/lO 75 7-4- 7x-;P777-f/H -1.3- f- 
TYV : J>-4- ^;^df-9"5F, (R)-N-(2- ^f;Ky 
vVl/)-3-((2S,3S)-2- kKn^fy-3- IA-Xllrf,*is- 
2.6- y/fyl/7x7=>fy7tf/H 7 5.7-"4- 7x- 
;l-777^;H -1,3- ^TWVv-A- ij)Vif^^ 
F\ (R)-N-(2- 7^-;^7y ; /U)-3-((2S.3S)-2- bFo 
^^_ 3 _ C4-7 F*^yj;U-i^;l<-2.6- y'Xf^7x7 

^ 7-b 75 7 -4- 7 x-A7' 7 7 --f /H -1 . 3- 
f7 > /'Jy'y-4- ^^'^5 F\ (R)-N-(2- 7fVl^ 
7S/;U)-3-[(2S.3S)-2- hKo^fy-3- (4-X^-/l-6- 
7f-;U7x7^^7-fef-/L'] 75 7-4- 7x^77 7 
-OH -1.3- +T*Vi?y-t- ^A-*'*"* 5 F\ (R)-N- 
(2- y-f/U^y^)-3-((2S,3S)-2- th'DJfy-3- 
(4-7°nb/l~6- 7f-;U7x7^f>-7-b'^;H 757-4 

- 7x^/l/7'7 7'f/H -1,3- f-77"U> ; 7-4- 
^-fSF, (R)-N-(2- 7^-;^y^»-3-((2S,3S)-2- 
b FP^r i^-3- [ A-A V 7*n bVP-6- 7 f-;l- 7 x 7 
7-b^;H 757-4- 7x-/U777-f^] -1,3- f-T 
VV'Jy-A- ^^-1t^Hf5F\ (R)-N-(2- ^f/KVy 
;W-3-((2S,3S)-2- tHnJfy-3- C4-7'J/P-6- 7^- 
;W7x7^>'7-fef-^] 75 7-4- 7x-^/?7'f 
IV] -1,3- f7V'Jy>4- ^/U*'^-? 5 F^fc*. 

[0037] HtCti, ±ie<7)S^W^!|%tCfflV^ (R) 
-N-(2-yf/Kyy/H-l,3-f7/ l J ^>-4- ^^rK^f 
-9-5 KCiit. QC)-K-{,2-X^-)V<V : J)V) -5.5- i^' 
7f7P-l,3- f-7V'Jy ;: 7-4- ^;^=¥-9-5 K, (4S.5 
R)+(2-^f;Kyy/H -5- 7^;U-1.3- Jf^-WJ 
y>4- ^WJft; F\ (2S,4S)-N-(2- >f;KVy 
;U) -4- 7nofD'Jy>-2- ^;U^-f5 F^^ti 
(S)-N-(2-^f/Kyy^) - b-D'Jyy-2- 
"9" 5 F «r*tfSHHO-a<0fc^*& if #*Jf 4>itS 

[ 0 0 3 8 ] 4^. *»»o^rf - Kft^ft^araw 
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~R 5 iZftfcthJllVX^islim. 7x/-;M4<9tK 



R 6 . R 7 ttlEHR* (I)WR« , R 7 t 

t. tx . .shgw-sejg*? jt 0 . *n?tir>u-m&mz 
m<zttfxzz>, 

[0040] HR^ (I)T*3*l4N-TS'7WfcS' v V7 



R 6 




H 

(^ Rs - R 7 Ji. WffiHR* (I)<iOR 6 . R 7 k 




Bit7$;m<r)&mmx-h<o. mtm^xm& 

mX'Z&i><7)£*?. )X'9jk$tl$> (2S.3S)- 3- 
./- 2- tKnJfy- 4- 7x-/P7"?>-®N-f&fIi?5 
agf*k£. Witf. DCC (N, N' - J^O'Vfry 
yktf/l-tfV'f S H) . EDC ( 1- Xf-/P- 3-(3- 
N, N-yVf/l-rsyrnt/H 5H) & 

WlDV&M S Kta@Hk HONB (N-t Y^U'y 



C00 39] IJE-f (I )-C*3fc.6 

*Mfc£«K WVFE-** (VII) : 

[fcl 1] 



(VII) 



mz&$kZtiX^&h Hn*v;*^;&;I^Mf$ Ha 
<0H I Vrnf7- fe*ffl«8?<9£&:fr&Wt6+iafr 

&'( *f ML *$tel£?L¥ffi£fS SS52^ 403-41 

2 (1994)) ^t-&#BS) . m*.a. mm. ne**- 

(VIII) : 
[ftl 2] 



(VIII) 



[004 1 ] TE-TSHRSdX) : 
Hkl3] 



(IX) 



-J)V#}\,*V- 2. 3- i/^Utf^v-f 5 K) . HO 
Bt (N-tH^Dv-^yy'hUTV-^) , HOSu 

[004 2] TK'tSHR* (X) : 
[ ft 1 4 ] 
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(X) 



<5W». b{±. «rE-f*HRs!C(ix)<oBkPii:ai** 

L. R 6 , R 7 -I4. ffiTia— JR5t (I)«OR e . R 7 t*tl 
tit. t Hn^x^f-;uXr;PsK^-^S Hfi^rf - Y0) 



(3W»» R, . 



R 9 



R, 




(MDViZ-Jl 5 hob t&fc'co^M'lft£» 



(5*+. R, . R 2 , R 3 , R 4 . R 5 mBt&- 
(I)<OR, . R 2 . R 3 . R 4 . R 5 fcHt*** 

[00 45] C?)-«(XII) "r*S*l4K*/W?>ll 



blXm^btl&Bit. tert- 7>;Pj}-* S^Mfcyp 

a& t' . ^rf - k fls^tcfc ^-c « - r s a fir s 

[0043] (2) N-Tv/HfeSlE 
[ft 15] 



(XI) 



[0 04 4] BP*>, T8e-f*HR*(XII) : 
[ftl 6] 




(XII) 



OR***:. UE-TSHR* (VII)-C*$ii*'ttaiflCH 
kSr, Witf. N,N-y^f;l-7t;l-A7SK ( DM F ) 

(XIII): 
[ft 17] 
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(XIII) 



X'*Zti&t Fo^^/I^/Mf^-trS Fi!SB*tt£ 

■MX. Mil*. TS/g, bHo4rv;l^|. 
iy/i/g$k'li, ^SwBIRje^Sc**^. ztit><n& 

[0046] ±K-**XgK{EV*i!$*lSHft5* (0 

U, ^StfEtT. ^7A;D-?h. HtSA^^ttH 
*ftCJ:OTIIIIltl»S. H I vrorT— tflfl»«Ii: 
ITBH^k^'-C^. =S:*s. *SHB<0> ? ^rf- F-ffc 
£»A, HB* (vin^SftS+HIMfcfcHRjJt (VI 
ID tr*S#i**^>'l^iStt<t8Wi:*BK»kLT 

[0047] *»yX7f Kfc£*tt» *«0H I V 
tLX. 3-7$/-2-t Fa^fv-4-7x-;l/7' 

sirtwst Ko^y^f/^^ms vmmmmz 

ttfctii. F 'J^f-H^^BlkHtRCH I V7of 
T— tffi*»fc£5. BD*>. ^OH I V/nfT- t'ffl. 
WvStt H'Jffl IX . TKKtt-r 6WIW!fc*3*».S - k 
< . H I v>7-f /kx<?)Tii§fla 'J y^^t^TMSSfett 1 ^ 
MdWiJi: tfcMS: 7'o -x ? ; k «t -> X 



[0048] ■*i&m i J'<T+ Fit^ma.. tx^ xm 



m^xffi&zm^mm&oMmt lx ,„ m--t s -k# 

oHIC L T , HPS-*"*- * - k *«£ S WWT* & . =5: 

SO 1 Orag-l g<D&HT\ 1 B l~4@t:«-{tTS 
-W>. gPS^Jk-fSI^. RfcHIvrnf 

r— mmm tLxmmztix^m* mt^n- f 

<t£ftOlIP£^;:jtffl$ftl>#M£ (WHT5-1 7 
0 7 2 2^&fB3rk'£#!i) . HRfc««i k* 5 T'# 
I). 

[0049] JKTfc. ^wmizx V^miW^Ti-V 

TiM-4#Wfctsn-c s +HS8k1-6 H-AHPBA-P 
ro-NH-tBu ( N- ((2S,3S)-3-T5y-2- tHoJfy-4- 
7i-^y>f^) -N'-tert- 7>/H.-Tn 'J 5 
F ; (R)-l- C(2S,3S)-3-T5/-2- hKoify-4- 7 
x~;U7'^/-f;W] - f n'J ^>-2-N'-tert- 

, H-AHPBA-Thz-NH-tBu ( (R)-3- C(2S,3 
S)-3-T$7-2- tFD^fy-4- 7 ±—fo?9J4 )V~] - 

i,y+Tv'0isy-4-n'-t-7'^utiJi#*->r s f) . h- 

AHPBA-Dmt-NH-tBu ( (R)-3- ( (2S,3S)-3-T5 /-2- t 

7x-/P7'^y^/UD -5,5- 
- f-T'/'J ^V-^N'-t-^/^/l-^-fS F) =5rk* 
(i s H-AHPBA ( (2S.3S)-3- T5/-2- tFn^fiy-4- 
7x-;P7'^yg?) s Pro (L-7niJ/ ; (R)-fO'J 
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x>-2- . Thz ( (R)-1.3- l-TVVisy 

-4- tt^XyW.) . Dmt ( (R)-5.5- : JA^)V-\3~ f- 

#;U?tfy&) . Oxz(Me) ((4S,5R)-5- 
^f-;u-i,3- **+/-y*'J iSy-A- ftlVXyW.) . NH 2 -tB 
u ( tert-7>A7 5 >' ) fcllKfli: L . «fcfl|fflMc& 

[0050] 
[%Sfe0fl] 

(R)-N-tert- 7>;P-3-((2S.3S)-2-t Kn*5"-3-(7x 
/*xT**/M 7*5 7-4- 7x-/P7*?/'f/lO-1.3- 
f-Ty"Uv>-4- tf/MHMJ-S H 
(2S,3S)-H-AHPBA-Thz-NHtBu 365 mg. 7x/>>#R 1 
67 mg £ DMF 4 ml £&$8l.*:iR£. EDC • HC1 211mg, 
HOBt • H 2 0 168 mg£jD;t. (»2 5°C) "CI 4B$ 

BRxf-^ 25al(C»jBU C<0»iBE* 10 %7xy|£ 

77( i??aaXfy-A9/-A>m tKi. »Kx 
f-A-n- ^Wo&^BStlRU SHEfc^ft 300 mg * 

HPLC Vffltffil : 19.02 min 
HPLC^ft 

f]yK : YMC AM302 flf-4.6 X150 ram 

MS : 0.1 % TFA ( > U 7^*n|«) *- CH 3 CN 
Wffigift- : 0 % - 100 % 53E ; 30 min 
SiDt : 1 ml/min 

T0F-MASS( SRfifRflBI&Rifl'ffi) (M+H] + 500 
[0051] 

immm2] 

(R)-N-tert- 7*f-;l^-3-[(2S,3S)-2-b Ka* i>-3-(2-.X 
f^7iy^fy7W) 7S/-4- 7 xX/P7"7 7--T 
M-l,3-f-TV"'J^'>-4- a/UsIMMfS K 
(2S,3S)-H-AHPBA-Thz-NHtBu 365 mg. 2- ^f^7i7 
183 mg . DMF 4ml , EDC • HC1 211 mg, HOBt 
• H 2 0 168 mg£fflV\ HSfeW 1 1 Utt^^TjSlCT . ME 
Ib&m 200 mg 

HPLC Utmffl : 20.22 min (&fHi, XftMl fcH 
t. ) 

TOF-MASS: (M+H)* 514 
[00 52] 
[HS601J3] 

(R)-N-tert- 7>/t-3-[(2S,3S)-2-t KD^y-3-(2,6- 
^f-^7x7=3f>-T-tf-;W 7*5 7-4- 7x^/1-7"? 
/■I lUhll-j-TV ViSy-A- fiJUX^S. H 
(2S,3S)-H-AHPBA-Thz-NHtBu (1.83 g; 5.0 mmol), 2,6- 
i/y^7x7= J fvitfg (0.90 g: 5.0 mmol) . HOBt- 



H20 (0.77 g; 5.0 mmol)?) DMF (20 ml) MMlZ* EDC 
• HC1 (1.05 g; 5.5 mmol) SrJPi. S|?||ftj[}!)14 

**»»xf-;Kioo ■dksik u 3 %Na 2 co 3 *mm 

(100 ml) . 1N-HC1 (100 ml) . 5 % NaCl ?f<^?K (100 

mi) -cif&ifcrf u HtfureaaLfc. 

C200. 100 g, CH 2 C1 2 / MeOH = 40/1 ) . $181 
ft. »&jlfc»it«: EtOH (20 ml) / H 2 0 (15 ml) 

$mmfrt>w&ikLx , sefteft 1-73 g 

HPLC ftfir»$ia: 24.32 min (fcfltt* lOfcWl fcH 

t. ) 

TOF-MASS: (M+H)* 528 

■H-NMR (DMS0-d 6 ) : 5" ppm: 1.26 (s, 9H), 2.15 (s, 6 
H). 2.76-2.78 (a, 2H),3.02 (dd, 1H. J=7.1 Hz, 10.6 

Hz). 3.2-3.4 (m, 1H), 3.98 (d, 1H. ,J=14.3Hz), 4.1 
8 (d, 1H, J=14.3Hz), 4.3-4.4 (m, 1H), 4.5-4.6 (br. 

1H), 4.63 (d.lH, J=9.6 Hz), 4.77 (t, 1H, J=7.1 H 
z). 5.00 (d, 1H. J=9.6 Hz). 5.33 (d.lH; J=6.6 Hz), 

6.92 (m. 1H), 7.00 (d, 2H, J=6.6 Hz) , 7.1-7.3 (a. 

3H), 7.36 (d, 2H, J=7.5 Hz), 7.68 (s, 1H), 8.11 
(d, 1H. J=8.8 Hz) 

[0053] 

[£HM4 ] 

(R)-N-tert- 7*f-/l/-l-((2S,3S)-2-t h'odr>-3-(2.6- 
if*+ns7x/*i'T±f"M 7*5 7-4- 7x-^7*? 
/^H-fo'Jy y-2- - t 5 K ; (2S , 3S) -H-AH 

PBA-Pro-NHtBu 347 mg. 2,6- V* f-/W7x 7* >"Si# 
198 mg. DMF 4 ml . EDC • HC1 211 mg, HOBt - H 2 0 1 

68 mg^fflv^ mm\ tm^nmifzx. wintry® 

490 mg 

HPLC Uftmm : 20.06 min ($fltt. Uifeffll fc|a| 

t. ) 

TOF-MASS: [M+H]* 510 
[0054] 
[IW5] 

(R)-N-tert- 7f7l^-3-( (2S,3S)-2-t K 0*^-3- (2, 3- 
^^7x7^x7*^) 7*5 7-4- 7x-A7*^ 
7 >f M-l , 3-f-TV 'J v y-4- # A*'*-? 5 H 
(2S,3S)-H-AHPBA-Thz-NHtBu 365 mg. 2,3- Sst-tJV? 
x7^f^lfi? 198 mg. DMF 4 ml . EDC • HC1 211 mg, 
HOBt • H 2 0 168 mgSrfflV^. £tfeft| 1 b RVWfifciZ 
T. WSiit&to 500 mg tfllfe. 
HPLC : 20 . 54 mi n ( jfeftii . HSfe^J 1 k I s ! 

t. ) 

TOF-MASS: (M+H)* 510 
[00 5 5] 

immme] 

(R)-N-tert- 7>A-3- [(2S.3S) -2- 1 H'o^r^-3-(2.4- 
i/7f;l'7x/Jfy7-l:f/H 7 5 7-4- 7x-;l/77 



IJ 
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J 4 )V) -1 . 3-f-TV 'J : J s y-4- tDVX* 5 H 
(2S,3S)-H-AHPBA-Thz-NHtBu 365 rag. 2,4- 
i/Jfi/Si 198 mg. DMF 4 ml , EDC • HC1 211 rag, 
HOBt ■ H 2 0 168 mg$:fflV>, MffiM 1 bfflSWlT&lZ 
T. mHit^ 476 rag ma. 
HPLC «»B#ia : 20.72 min (jfefrtt. gjfeffl 1 fc I s ! 
t. ) 

TOF-MASS: (M+H] * 510 
[00 56] 

(R)-N-tert- 7>/P-3-[(2S,3S)-2-b KO*i'-3-(2-* 
^;P-6-(2-7°D^.n/l') 7i/ d f/T-fef)H TS 7-4 

■7i^y-f*K 3-^-ry i> -J >-4-*iu#* 

■9-5 H 

(2S.3S)-H-AHPBA-Thz-NHtBu 365 rag. 2-y ^-/l-6-(2-7 0 
D^) 7xy*vBHS! 227 mg . DMF 4 ml, EDC • 
HC1 211 mg. HOBt • H 2 0 168 mg££ffl\<\ £MMl km 

mcoumzx. mmc&h 526 mg mtz. 

HPLC : 21.32 min (jfefNi. Xttffll fcH 

t. ) 

TOF-MASS : (M+H)* 554 
[00 57] 
[|ttlH8] 

(R)-N-tert- 7^/t,-3-((2S,3S)-2-t Kn4f ^-3-(2-y 
f-;l~6-tert-7>;l'7xy^v-T-bf-;U) 75 7-4- 7 

H 

(2S,3S)-H-AHPBA-Thz-NHtBu 365 rag. 2-yf-/U-6-tert- 
7"f-/l-7x7^-^PS244 mg , DMF 4 ml. EDC • HC1 2 
11 mg. HOBt • H 2 0 168 mg$rfflV\ gjKHl kHfiSO* 
ffitT. TOt^tt 330 rag 

HPLC ft&5l3I : 22.35 min MffiM 1 t R 

t. ) 

TOF-MASS: (M+H) + 570 
[00 58] 

mmm9) 

(R)-N-tert- 7>;l-3-((2S. 3S)-2-t Fo^y-3-(2,6r 

V^VV x.J^i/7^M T57-4- 7x— 

7 A /1/I-5, 5->'y J-)V-1, 3- f-TVU i?V-4-ij)Vi&* 

(2S.3S)-H-AHPBA-Dmt-NHtBu 393 mg. 2,&-yyf;17x 
y* i/S# 180 mg . DMF 4 ml . EDC • HC1 210 mg, H 
OBt 153 mg £fflV\ 1 k HfcoWjSfcfC . UK 

("frtr^ 510 mg 

HPLC ftft&ffl : 26.03 rain ( *ffi± . H$50! 1 i: H 
t. ) 

TOF-MASS: (M+H)* 556 

1 H-NMR (DMS0-d 6 ) : S ppm: 1.27 (s, 9H) , 1.40 (s, 3 
H), 1.49 (s, 3H). 2.14(s. 6H), 2.7-2.9 (m, 2H), 3. 
98 (d, 1H, J=14.1 Hz), 4.19 (d, 1H, J=14.1Hz). 4.3 



-4.4 (m, 1H), 4.4-4.5 (br. 1H), 4.52(s. 1H), 4.92 
(d. 1H. J= 10.2Hz), 4.97 (d, 1H, J=10.2Hz), 5.34 
(d, lH.J=7.2Hz), 6.92 (n, 1H). 7.00(d, 2H, J=6.6 
Hz), 7.1-7.3 (m, 3H), 7.35 (d. 2H, J=7.5 Hz), 7.66 

(s. 1H), 8.11 (d, 1H, J=8.8 Hz) 

[0059] 

immi 0] 

(R)-N-tert- 7>A-3-((2S,3S)-2-t Vu*is-3-(2-* 
f-;l-6- 7nt^7x/*->7-bf;W 7$ 7-4- 7x 

-;py^y^;w]-i,3-^-rruvy-4- f 

(2S,3S)-H-AHPBA-Thz-NHtBu 365 mg. l-*1r)V-b- 7°a 
t°/P7x y>i"B« 229 mg . DMF 4 ml . EDC • HCl 21 
1 mg. HOBt • H 2 0 168 mgSrfflV\ mMM 1 k |5|8^:fr}£ 
ICT. mifc£M 464 mg *%tZ. 
HPLC ft&lftgl : 21.80 min (^fN±. Htfcffll km 
t. ) 

TOF-MASS: (M+H]* 556 
[0060] 

(R)-N-tert- 7'f-/l^-3-((2S,3S)-2-t h*n* v-3-<2.4, 

6-h'jyf-;i-7xy^^T-t^) 7$y-4- 7x-/i<- 
7'^y-f;H-i,3-^-ryu^>-4- ^/t-^-ts h 

(2S,3S)-H-AHPBA-Thz-NHtBu 365 mg. 2,4,6- h OXf-fr 
7x7*^11® 213 mg . DMF 4 ml „ EDC • HCl 211 
mg, HOBt • H 2 0 168 mgSrffl^K UltM 1 t FI«^*&H 
T, 310 mg fcftfc. 

HPLC {fcftB#|S) : 20.94 min (gftti. ggftffl 1 J: R 
fc. ) 

TOF-MASS: (M+H)* 542 
[006 1] 
[##W1 ] 

(2S,3S)-3-(2.6- y7f^7x;Jfy7-fef;W 75 7 
-2- hFodf^-4- 7 x-;W7'^ yKO^H^f^ 
(2S,3S)-Boc-AHPBA-OBzl (3.00 g ; 7.79 mmol) CO CH 2 
CI 2 (20 ml) mmz. 4N-HC1 / dioxane MWi (20 ml) 

L. »fc*l6««E* DMF (30 ■l)fci§»U Et 3 N (1.09 
ml : 7.79 mmol)T'4>WL£„ 2,6- iS*f-)V 

7xy^ryii (2,6-dimethylphenoxyacetic acid) 
(1.40g ; 7.79 mmol) , HOBt- H 2 0 (1.19 g : 7.79 irano 
1). EDC -HCl (1.49 g ; 8.57 mmoDSrjD^.. %<0££ 

m&T-m mi mm) mtitz. mamtmmit: 
a. ftt>ti&mm&m*+MzmML. in-hci. 3 % 

Na 2 C03 7mm. 5 % NaCl *?§?KT'J«&ifc?f U 
HgS^-CttttU:. iWttffiLfcft, BME*IH»xf- 

)V / n- ^Mf>^£i«B&&»4>lfiSflLT. WEfc^ 

ft 2.94 g ( 1R$ 84 %) Zfttz. 
[00 62] (2S,3S)-3-(2,6- *J* f-/U7x y =Jf ^T-fe 

f-;W rsy-2- tpn^w- 7x-yi7'^yi ^' 
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(25. 3S) -2, 6-d i methyl phenoxyacety 1 -AHPBA-OBz 1 (2. 68 
g ; 6.00 mmol) <7) MeOH (20 ml) jgfRtC. 10% Pd/C 
(300 mg)^T. ftl 4mm) ftUBS 

MeOH (CjgftfU yy^oMy^TSy DCHA 
(1.20 ml. 6.0 mmol) fcjnifc. Lfc«. H 

X. Mftte«| 3.11 g ( IR$ 96 %) fcfcfc. 
[0063] (R)-N-<yi/;l--3-tert-y 1- * i^/Vstf- 
/1/-1.3- f-TV'J v>-4- tfvMWfirs H 
Boc-Thz-OH 466 mg<50 DMF (10 ml) Wft&Z. HOBt- H 2 0 
321 mg N EDC • HC1403 mg. benzylamine 225 mgSrjD 

■MZ. 3 % Na 2 C03 1N-HCU 5 % NaCl 

TWl&ffifrU M*MgS0 4 TSHiU:. Lfc 

b h bLT. SHEARS 567 mg fcUfc. 
[0064] 
[gffcffll 2 3 

(R) -N-'s > x/U-3- ( (2S , 3S) -2- h K n4f >-3- (2 , 6- 
f^7i7Jfy7-fef;H 7*5 7-4- 71-^/^ 
/W-l.S-fr/'JyX- *;P^Jf-t5 H 
Boc-Thz-NH-CH 2 -Ph 322 mgfc. 4N-HC1 / dioxane 

2.5 ml £ao;L. a«T2*lW«tLfc. ££»£ilfiB 
L£f£. 1»4>*lS»** DMF 8 ml fcjgIKU (2S.3S)- 
(2.6-dimethylphenoxyacetyl)-AHPBA-0H- DCHA 565 mg 

. HOBt- H 2 0 161 mg , EDC • HC1 201 mgSrfll!*. , "S. 
ST14B*ISH»fU:. ZWKfomffiBmL. &SL 

qmmi&i. m&t-sm m mg mtz. mc 

£ftti. Tilth HPLC #ffiatf5Rffi$l3ffi«a#*rtf) 
HPtC M : 23.89 rain <&ft,±. HffiHl £ft 

fc. ) 

T0F-MASS: (M+H)* 562 
[0065] 
[##012] 

(R)-N-(2- 7f-/i^yi;^)-i,3-^77'y y-'>--4- 

Boc-Thz-OH (6.99 g. 30.0 mmol). HOBt' H 2 0(4.05 g, 
30.0 mmol)<7) CH 2 C1 2 (100 ml) &MIZ. EDC ■ HC1 (6. 
30 g. 33.0 mmol) £D\\l. •t<0**^fflT3l$lfflBP 
LfcflL 2-methyl benzyl amine (4.46 ml, 36.0 mmoDSr 

mi. mm-®. (®i4mm) mta. mm 

3 % Na 2 C0 3 m®. 1N-HC1, 5 % NaCl 
*8S*»U £1* MgS0 4 "C'^L?t. *«£S*Lfc 
ft. »4>*lfc»«E£ CH 2 C1 2 (100 ■1)(CS»WL. 
yx;l*y|g MSA (5.86 ml, 90 mmol) S-jDi.. 358"? 
l^BHJWUS. H 2 0 (150 iDSft*.. iJHfLfcft. 
JWLfc. fl-JXUtaWifC CH 2 C1 2 (100 nl) Na 



jCQjfcffiWC pHWcWSW:. 4MRLfc CH 2 C1 

2 J|& 5 % NaCl *?f$Tift#U MgS0 4 T'§i$ 

/ n - ^-9-yoa^»ji*»^iiisjiiUT, w&fl:^* 

6.04 g ( IK* 85 %) 

1 H-NMR (DMS0-d 6 ) :6 ppm: 2.56 (s, 3H). 2.85 - 3.0 
5 (m. 3H), 3.2-3.4 (m.lH). 3.86 (m.lH), 4.0-4.2 
(m, 2H). 4.2-4.3 (br. 2H), 7.0-7.2 (br, 4H).8.34 
(br. 1H). 

[00 66] (R)-N-(2- 7^-;Ky^)-3-((2S,3S)-3 
- T5 7-2- hHodf^-4- 7 x -/P:/* 7 4 /I'M . 3- 

H-Thz-NH-CH 2 -Ph(Me)(5.83 g : 24.70 mmol), Boc-AHPB 
A-0H (7.29 g ; 24.70mmol), HOBt ■ H20 (3.34 g ; 2 
4.70 mmol) ^CH 2 C1 2 (100 ml) MMZ. EDC- HC1 (5.1 
9 g ; 27.17 mmol) £1)111. *0>*M8tCHfc< 3$1 

4mm) m&ifz. jxj6*£.-3 % *®m. in 

-HCU 5 % NaCl *|7K MgS0,f 

WiLfc. flHI*«*Lfct*. UMlfcJBfe* CH 2 C1 
2 ( 150ml )fcl|fjffl|fL. M5A(4.82ml;74.10m»l) SlOi. 
Sa-CHMHttfLfc. H 2 0 (150ml) Atf 5N-NaDH#i& 
$ (14.8 ml)***. ftJf CH 2 C1 2 jg£ 

5% NaCl *»»rC*i*U HI* MgS0 4 -t'1&£L£. $ 

«^e*Lfc», »«*BH»xf-/i' (150 mi) izmm 

S*LT, *mS^^* 7-00 g ZCOfA* 
2.00 g 2Tv'J^>-';P*7A^Q7h»Sfa(CH 2 Cl 2 / 

MeOHis) . m^tifzmmmm^i-^ / n-^t^o 

ffl^«a«*»<c>illSftLt. «Kfl:£* 1.48 g ( UX* 5 

2 %) tftfc. 

'H-NMR (CDC1 3 ) :5ppm: 0.2-1.4(br,2H) , 2.20 (s; 3 
H). 2.2-2. 4(m,lH), 2.4-2.6(m, 1H) , 3.14(d, 2H,J=16. 
8Hz), 3.21 (t, lH,J=5.4Hz), 3.48 (d; lH,J=9.6Hz), 
3.94 (d; lH.J=9.6Hz),4.1-4.3(m; lH),4.3-4.5(m,lH) , 

4.55(d,lH,J=7.5Hz), 6.8-7.1(m. 6H). 7.1-7.4(m.3 
H). 7.9-8. Kbr.lH) 

[0067 ] 

[HWU3] 

(R)-(2- 7^-;^>'y ; ;U)-3-((2S.3S)-2- tKnify-3 
-(2.6-x^f-/l-7x/4f^r-fe^-/W T5 7-4- 7i- 

(2S,3S)-H-AHPBA-Thz-NH-CH 2 -Ph(Me) 413 mg. 2,6-^7 
^->l7xy^ ; ymm m mg . DMF 4 ml . EDC • HC1 
211 mg, HOBt • H 2 0 168 mgSrffl^K MWi- tWk<T>1j 

mzx. msut&m 86 

HPtC ft^Btra : 24.66 min «feft<i. ^S6^]l 
t. ) 

T0F-MASS: (M+H)* 576 
[0068] 
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(R)-N-tert- 7>^3-[(2S.3S)-2-t Fa* ^-3-<2-# 

iw<f()U-6- x-j^i/T^i-M 7*57-4- 

7 x -iW* 7 4 /l/)-l ,3-f-TV' 'J : Jy-A- **iK*-9- 
5K 

(2S,3S)-H-AHPBA-Thz-NHtBu 365 mg, Z-filW^J )V-i> 
- X1-)I7 xJ* ; y%m 230 mg , DMF 4 ml , EDC • 
HCl 211 rag. HOBt • H 2 0 168 mg$rfflVK HMffll kH« 
nU&iXX. WRtt&to 427 mg fcffcfc. 
HPLC ftftlfflB : 19.28 min <*fHi. HS6WI1 kH 
t. ) 

TOF-MASS: (M+H)* 557 
[0069] 

(R)-N-tert- 7>^-3-((2S,3S)-2-t Ko^-3-(2-N- 

57-4- 7x^^y^/W-i,3-fry ,| jyy-4- * 

(2S,3S)-H-AHPBA-Thz-NHtBu 365 mg, 2-H-^^/VAfW< 
^-Y/l^-6- *1->17 xSZ-i/WM 245 mg , DMF 4ml, 
EDC • HCl 211 mg, HOBt • H 2 0 168 mgSrfflV>, HJfiffll 
kPH*<7);«£CT, Hlfi-fcl^ 400 rag £f*fc. 
HPLC «Wb1 : 19.63 min SStffll fc Bl 

fc. ) 

TOF-MASS: (M+H) + 571 
[0070] 

(K)-N-tert- 7>;L-3-((2S, 3S)-2-t h'o* v-3-(2-.X 
hdfv^;U^-;l~6-^ f-^7 x 7 ^vT-fef^W T S 
7-4- 7 x -)Vf 3-f-TV 'J i»-4- 

(2S,3S)-H-AHPBA-Thz-NHtBu 730 rag, 2-^h^^*/^ 
-;t-6- *W7 xJ*iSffigl 493 mg . DMF 8 ml . 
EDC • HCl 422 mg, HOBt • H 2 0 336 mg£ffll\ MMH 

i tmm^tm^x. mats® 902 mg 

HPLC ftftB#H : 22.76 min <*fttt* UStMl kH 
t. ) 

TOF-MASS: [M+H] + 572 
[007 1 ] 

(R)-N-tert- 7*A<-3-[(2S, 3S)-2-t h'Odf i^-3-(4-^ 

h^>*;^-;i-2.6- ^f-;W7x7*vr-fef-;w) 

T 5 7-4- 7 x -/W7*? 7 4 /L-M . 3-f-TV 'J ^>-4- 

(2S,3S)-H-AHPBA-Thz-NHtBu 1.10 g, 4-* b=»f 
-/P-2,6- y7f^7xy^yBR 735 nig . DMF 12 
ml, EDC • HCl 633 rag, HOBt • H 2 0 504 mg&ffi^, H 

mm i tmrnnirmizx . nfefi^ 1.23 g 

HPLC ftttttffl : 22.65 min (fcfrtt* HitWl kR 
t. ) 

TOF-MASS: [M+H]' 586 



[0072] 

(R)-N-tert- 7f-/W-3-((2S.3S)-2-t Fn*>--3-(4-# 
)\,X*is-2,6- y7f^7x/Jfy7tf;W 757-4 
- 7x^777^/H-l,3-f7 , / l J VV-\-il)VX*; 
tSH 

(R)-N-tert- 7f-^-3-((2S,3S)-2-h Fo=*rx-3-(4-* 
h * v-^;u*'^;l~2. 6- >^ f7P 7 x 7 * y7tf;W 
T 5 7-4- 7 x X/U7' 9 7 -f /!-) -1, 3-f-TV U 

F 1.17 g Sr^y-zL- 15 mlfcfcJBU: 
IN NdOH*ft& 16 mlfcjjll*, 35»T4>fllH»P 
Itz. Z<7)Rfcm.£ 1N-HC1 T+WL. ^^7-/P$rS 

skx?^ / n - ^-tva^MrrsttjiiL, weft 

£ft 1.13 g fcttfc. Rft^HUis Tie-fl. HPL 

HPLC fijMII : 19.73 min (jftfHi. UttW 1 k PI 
t. ) 

TOF-MASS: [M+H]* 572 
[0073] 

immi 9] 

(R)-N-tert- 7'f-/L-3-((2S,3S)-2-t F'O* S/-3-(2-x 
fVP-6- ^f;k7x/^fy7-l:fW 75 7-4- 7x- 
/1'7'^7-f M-l.y-+T*/ l )Sfy-4r a/MMMfS F 
(2S,3S)-H-AHPBA-Thz-NHtBu 365 mg, 2-xf-/l/-6- 7>f- 
^7x7*^8® 213mg , DMF 4 ml , EDC - HCl 211 
mg, HOBt • H 2 0 168 mg£fflV\ mm 1 kR<»0*& 
(CT, MBft&ltl 226 mg 

HPLC ftfttftRI : 24.08 min (fcfHi. HSfeMl k|5] 
t. ) 

TOF-MASS: (M+H)* 542 
[0074] 
[!dS£0«2O] 

(R)-N-tert- 7>/U-3-((2S,3S)-2-h h'a^f>-3-(4-* 
;^^^;P-2,6- ^f/l-7x7df^T-fef-/W) T57 
-4- 7 x -)V?9 7 >f ;H-1 , 3-f-TV" U V >-A- 

(R)-N-tert- 7*f-/l~3-((2S,3S)-2-h KDJfy-3-(4-« 
;UtCdf^-2,6- y^f;l-7xy^y7-fef;K T5 7-4 
- 7x-/U7'?74 /l/H,3-f-T7''J VV-k-ijlX'if^ 
-9-5 H 286 ng Sr DMF 3 ml fc»|»LfcSHc N EDC • HC 
1 105 mg, H0Su60 mgSrJni, SfflTSBWafflHf Ufc. 
29 % T>^r:T* 90 j«l«rjDi, S*"C 

£9, MEft£ft 145 mg fcfWs. 

HPLC ft^B$fg : 18.14 min kH 

t. ) 

TOF-MASS: (M+H]* 571 
[00 7 5] 
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[HSS0IJ21] 

(R)-N-tert- 7>/W-3-((2S,3S)-2-t Fo* v-3-(2,6- 

;W 757-4- 7x-/i>:/?74;PM. 3-^77^ S'V 
-4- ^;W--K#-9-5 H 

(R)-N-tert- 7>/U-3-[(2S, 3S)-2-h Fodf >--3-(4-^ 
^#^-2,6- y7f;l/7i/^-/7*fW 75 7-4 
- 7x.-)V?? 'J v y-4-^;i--t^ 
-9-5 F 286 mg 5"DMF 3 mH^jgLfcflSt;:. EDC • HC1 
105 mg, HOSu 60 mg£fl[];t. ^T'5^tSJ*L7t:„ 
cOft, 40%7f7P75>- 116/xl Irtot, S?ST-1«HS 

fli^* 230 mg fcftfc. 

HPLC ftftlfflfl: 18.76 min (*fH4. HJfeiHl kB 
fc. ) 

TOF-MASS: (M+HJ* 585 
[00 76] 
[HS60IJ2 2] 

(R)-N-tert- 7>/l~3-[(2S,3S)-2-t Kndf x-3-(2,3. 
6-h l J^f-^7x/^f>'T-bf-;P) 75 7-4- 7x-/P 
7'^7^/W-1.3-fTyU^y-4- ^MMMJ-S F 
(2S.3S)-H-AHPBA-Thz-NHtBu 365 mg, 2,3,6- F 'J 7 <f-lV 
7x.J*i'ffi®. 213mg. DMF 4 ml. EDC • HC1 211 mg, 
HOBt • H 2 0 168 ragfcffi^ ggltft 1 tP)«^&HT . 
SlfiflSl^fo 312 mg 

HPLC UWtm : 24.20 min (mm. UStW 1 k P 
t. ) 

TOF-MASS: (M+H) + 542 
[0077] 
imM3] 

(4S,5R)-3-tert- 7' t- *v;#;I^:^4-N-tert-7>;U 
^/^N't^^-5- 7^-/1-1.3- ttWO&y ' 
Boc-0xz(Me)-0H (4.13 g ; 17.88 mmol), HOSu (2.06 
g ; 17.88 mmol) CT> CH 2 C1 2 (100 ml) ffiBLlZ^ EDC ■ 
HC1 (3.76 g ; 19.67 mmol) SrJlLi. &&-C2vmtm 
Ufc. *C08L tert- (3.75 ml ; 35.76 

mmoi) zmt. 3m3smbt:. %.mm s 3 

% Na 2 C0 3 *S»L 1N-HCI, 5 % NaCl *»«rC)0l»St 
»U fe* HgSO,tflg«L^. *8£ff*Lfcft. tfo 
*ifc»ilE*ii- ^^fr^fffcyil-T, «fEfc£«l 3. 
94 g ( Vm 77 %) fcttfc. 1 H-NMR (DMS0-d 6 ) :S PP 
m: 1.26 (s, 9H), 1.39 (s, 9H), 3.7-3.8 (br, 1H), 
4.1-4.2 (br, 2H), 4.72 (br, 1H), 4.82 (br. 1H), 7. 
53 (br. 1H), 

[007S] 

[3SWW2 3] 

(4S,5R)-N-tert- 7>7P-3-((2S.3S)-2-t Fadf i^-3- 
{2,b- : JX1-)V7 3./**/T->z J h)V) 757-4- 7x- 
7 -5-^rt-l, 3- ^^y'J^y-4- 



tf^S F Boc-0xz(Me)-NHtBu 286 mg£, 4N-HC1 / d 
ioxane ®W. 2.5ml fcfttf.. SiI"C2BHSHJHf Lfc. 
R«aSr«MBUfctt, f#fc*l4»aE* DMF4 ml 
L » (2S,3S)-(2,6-dimethy lphenoxyacetyl)-AHPBA-0H ■ 
DCHA 565 mg . HOBt • H 2 0 142 mg. EDC ■ HC1 201 mg£ 

jT&XmHtlS® 380 mg ftfc, RftftW*. 

Tie-rs hplc ^ws^fT^ias«*^*f^s*. a 

HPLC RM: 21.80 min (=&fNi, ggttffll fcH 

t. ) 

TOF-MASS: (M+H)* 526 
[0079] 

mmm2 4) 

(R)-N-tert- 7>/L~3-((2S,3S)-2-t F 0^-3- (2-7 
5 7-4,6- s J*+lV7 3.J**/T*l+M 7 5 7-4- 7 
x 7 A M -1 . 3-f-TV U x'V-4- 7) /M**-* 5 

F 

(2S,3S)-H-AHPBA-Thz-NHtBu 365 mg, 2-tert- 7'F^fx 
tUlX-JVTA 7-4.6- > ; '7f-^7x7df>'»g? 325 m 
g , DMF 4 ml, EDC • HC1 211 mg, HOBt 148mg£ffl<,\ 

mmmi tmmmmzx. wsatawwimm 410 

mg Z%tz. Zcn&mfa 266 mg 5: 4N HCl/Dioxane 2m 

i -t«gu wmt. «aE*cH,ci,fc«KL. 5%m 

•9->*»4>iliS*Ur«Efl:^* 106 mg 
HPLC ftl#l$(S| : 17.06 min < jftfrMU **fe<?"]l 
) 

TOF-MASS: [M+H]* 543 
[0080] 

(R)-N-tert- 7"f-/U-3-((2S,3S)-2-b Fndf x-3-(4-T 
5 7-2,6- v7^;P7x7^fv-T-fe^-;l-) T5 7-4- 7 
x -^7 7 / -f M -1 , 3-^TV I) il 5 

F 

(2S.3S)-H-AHPBA-Thz-NHtBu 562 mg. 4-tert- 7h^fy 
*}1>#->1>7$;-2,G- ^'7.f-;I/7x7Jf^P®? 500 m 
g . DMF 6 ml , EDC • HC1 326 mg, HOBt 230 mg 

694 mg SrtfJt. COffiS* 642 mg ^Hte^2 4k|al 
<KW^rffiTR«a. WS^firV^. Sie^^S 450 mg $r 

HPLC ftl^ll^ : 15.50 min <jfe#UU IOIW1 kH 
t. ) 

TOF-MASS: (M+H] + 543 
[008 1] 
[HS60IJ2 6] 
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(R)-N-tert- 7>/l-3-((2S.3S)-2-fc F'o* 5/-3-(4-# 
/U5/W75 7-2.6- ^f/l-7iyJfy7W) 75 
7-4- 7x-;t-7'^y-f;H-l,3-f-TV' l J^>-4- ijlV 

*»W2 5'Cl»<c)<lfefl:^ft 271 rag £ DMF 2 ml 
JPPU ^rK 37.7 jul , EDC • HC1 95.9 mg fcjn*. 1 

0 ml izmm U *, 5% ? x y L , 

*^S*SfitTSiB^!ft) 130 mg 

HPLC ftfttiffl : 18.43 min HSfeffl 1 k PI 

t„ ) 

TOF-MASS: (M+H)* 571 
[0082] 
[JBfcfl2 7] 

(R)-N-(2- yf-/Ky> ; ;U)-3-((2S,3S)-2- t Fo^f y 
-3- (4-75 7-2.6- ^f^7x7=*fyT*fW 75 
y-4- 7x-^7'^7-<;W-l,3-^-7yUi»-4- i])V 

X**T 5 F 

(2S.3S)-H-AHPBA-Thz-NH-Bzl (2-Me) 165 mg, 4-tert- 
7' F * l/tDVK-frT 5 7-2.6- x/^fyi 
124 mg N DMF 2 bK EDC • HC1 80. 5 mg. HOBt 135 

Hf*£ 220 wSrfW:. iOSI* 210 mg &HJfc0lJ2 
4k|BI*^*ffi'CJK«», MEfc&ft 148 

mg Srtffc. 

HPLC £M$$|g| : 15.80 min (*frt±, »fe0U kPJ 
fc. ) 

TOF-MASS: (M+H) * 591 
[0083] 
[IW28] 

(R)-N-(2- yf-/L-^y^;W-3-((2S,3S)-2- t Fo* v 
-3-(4-*/U5;U7 5 7-2,6- ^f^i/^yT-bf 
/!<) 757-4- 7i-^7'^7^;W-1.3-^7 > /'Ji» 
-4- tf^TlWf-t 5 F 

Htefi?"l2 7T1#^il^t.^ 118mg£ffiW^ HJife{?«l2 
6kPWW)**C*A'S;WI:*tT ! flrv\ g£<t£*j 103 

mg #7t. 

HPLC ftftfflgl : 19.00 min (&fN4. HHMl k IrI 
t. ) 

TOF-MASS : (M+H)* 619 
[0084] 
13S8IW2 9] 

(R)-N-tert- 7>/l-3-((2S,3S)-2-t Fu=*fv-3-(4-7 
5 7-2.6- y^f^iy^fyrtf/H 75 7-4- 7 
x=.)V79 7^/10-5.5-^^-1,3- f-ryu ^y-4 
- ;fir/lo1Mffr5 F 

(2S.3S)-H-AHPBA-Dmt-NHtBu 157 mg, 4-tert- 7'F^^ 
#/M-'x/P75 7-2.6- is*W7x.S*i^m 124 n 



g, DMF 3 ml , EDC • HC1 80.5 mg. HOBt 56.7mg Srffl 
«l« 2 5 fcRHJW>**"C , «Eft^lll 167 mg * 

ttfc. 

HPLC ftftQffl : 16. 64 mi n ( £#t± , XSKOT 1 k H 
t. ) 

TOF-MASS: (M+H] 4 571 
[0085] 
[HJS0BO] 

(R)-N-tert- 7>/l-3-((2S,3S)-2-t F 0=^-3- (4-* 
/P5/1/7S 7-2,6- y7f/l'7x/^mf;l') 75 
7-4- 7i^7^y-fyH-5,5-y7f'H,3- f-TV 
•J^>-4- */M«Mf-5 F 

2Sfc0!2 9T1»4>*lfcft£1tl 114 mg fcfflWC. HfflPJ 
03 mg ttfc. 

HPLC ftftlftS : 19. 49 min ( ^fr{±, 1 k H 

t. ) 

TOF-MASS: (M+H]* 599 
[0086] 
[HS60IJ3 1] 

(R)-N-tert- 7>/l-3-((2S,3S)-2-t Fo^f ^-3-(4-^ 
IW^J >\s-2,(r 'JX+lVy x J 'df-yT-fef-AO 75 7 
-4- 7 x-/U7'? 7 A ;l/)-5,5-^7 f7H,3-f-7Vl) 
y>-4- tf/l-tf:*-? 5 F 

(2S.3S)-H-AHPBA-Dmt-NHtBu 197 mg, ^A^^E-* A<- 
2.6- y^fyl'7xyJfySi 117 mg , DMF 2 ml, EDC 
• HC1 101 mg, HOBt 71 igfcffiWt, %W\\ kW& 

comx\ mmtsm 252 mg zwz. 

HPLC ftftflftB : 18.88 min (*fHi, ^66011 kPJ 
t. ) 

TOF-MASS: (M+H)* 599 
[0087] 
[HS6PJ3 2] 

(R)-N-tert- 7>A-3-((2S,3S)-2-t Fn3-y-3-(4-7 
•fef-;U75 7-2.6- yyf;P7x/Jfy7-fef/H 75 
7-4- 7xx;U7^7^;H-5,5-^f-;l-1.3- f-TV 
l)y>-4- ;^M«Mf 5 F 

£%0I2 STW&flfcft^ft 76 mg£ CH 2 C1 2 2 ml|C»' 
SfU £f*gtfg i3.2jul fcfln*.. miSHWFW:. £ 
CH 2 C1 2 10 ml £Jni., *^ 5% »JcItb'J 

?l£yl);$*9^?o-?F-efift!U fMl=rW78.2 m 
g £f»fc. 

TOF-MASS: (M+H)* 585 
[0088] 

(R)-N-(2- y^-;Kyv : ;l/)-3-((2S.3S)-2- tFPdfv' 
-3-(4-;M^*E4 A-2,6- i?*+>Vy x /^i'T-bi- 
M 75 7-4- 7 x=-)Vf? / 4 )V)-\,1-*7YV : J> 
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-4- H 

(2S.3S)-H-AHPBA-Thz-NH-Bzl (2-Me) 207 mg, 4-#/1^n* 
*A)V-2,b- VX+)17 ^J^isW®. 117 mg N DMF 2 
ml. EDC • HCI 101 mg, HOBt 71 rngfrfflWC, mtW\l 

HPLC m&fffl : 18.46 min (fcfrUL gdtffll kft 
t. ) 

TOF-MASS: (M+H) 4 619 
[0089] 

(R)-N-tert- 7>;U-3-((2S,3S)-2-t Ho^f ^-3-(2-T 
$ 7-4,6- i/'^frt'?*/*^*^) 7 5 7-4- 7 
3.-i\,t9SA )U)-5.5- : J*J-)l~l,y- +TY>) : J>-A 

(2S,3S)-H-AHPBA-Dmt-NHtBu 157 mg. 2-tert- 7'h^v" 
#/P;tf-;U75 7-4.6- ^f-;U7x7^^K 124 ■ 
g . DMF 3 ml, EDC • HCI 80.5 mg, HOBt 56.7mg Srffl 

274 mg ^sOftli* 201 mg Sr SUftfW 2 4 k PI 

•WXfirifeT, KftSL WRSff*^, -flMttteft 43 mg 

HPLC ft£H3l3I : 17.95 min Hffcffll fcB 

t. ) 

TOF-MASS: (M+H] 4 517 

[0090] *^co^xrf - Mt&toi)K HIV/D 

t%mm n hi vrntr- feUMftSis 

3152^, 403-412 (1994) . - 1 7 0 7 2 2-f- 



%K N I - 2 7 2 ( *f JMH, «fft&l£l1:¥tt£tt 
*52*. 403-412 (1994)#k'£#!S) fcHLTi, Rtt 
^«5rfifi\ JfclfcLfc. 
[009 1 ] Hikfir& 

ffl^J&;LH I V-irnf 7~ fef (Bichemistry, 250 
(9), 264 (1990) fc*H) . ^jS^r^^rf- F*fC(H- 
Ser-Gln-Asn-Tyr- Pro-I le-Val-OH. HJ7/M-oil& 

<0WHfl:-&!|WSPflET. 37*C, 60min SOC&tfh BaUtO 
Tyr-Pro Wit'4rttl.^rf HBrfrH-Pro-I le-Va 
l-OH^igfflhPLC(CT^*tTH**$r*^L^. (KM 
¥5-170722^-&f8& k £#B§ ) 
[0092] JJW-i^ftTfWlLfc. *»#35'X7 
*Ffl:£ftOH I vrn-f r~Hfffl.»iStt^)ffHWS*<o 

k 1 FQ*^f7UT * F3> h 'J f<7f- F{t£ 
!HjTftS, (2S.3S)-3 7S7- 2- th'nW- 4- 7 
x-^7?7 4 /MUS^^rf 6KN I - 2 7 2 : <R)-3 

-((2s,3s)-3-( n-( a y*sy>-5- 4)VJs*^) r-t 

f7l/- ^f;l/f^--L-77-/W 7$ 7-2- h h'O^f^- 
4- 7x^77/^ /H -1.3- f7/'Jyy-4-N'-t- 

^^it. SlfcflWrT^-t. ifubSWWSSfc: 
k tJ 0 s -¥&m 5**r f- Y \t^Mi . Mti i i£v » 
H I V7nf7- fcf|9I^Stt$:*^k*%*»S. * 
fc, SWB^KN I - 2 7 2fc«*-Cfc» 
H I V7of7- fe'ffi*vStt{i^fe* s ^v^kfM§ti 

[0093] 
[111] 
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H I V7o-f T-tfHSSB: (%) 
C 5 uU) (50nM) 





47.9 




XJtM2a>«fc«ft 


. 82.2 


16.4 




95.2 


56.4 


l£JSe5 4<Dft:&«l 


93.9 


33.5 


£afc0] 5 


83.6 


22.7 


fSSS016<Z>fl:£&> 


85.9 


3.3 




93.9 


19.2 




86.9 


7,8 




97.0 


95.9 




96.9 


35.0 


mmm i i ©ft^«r 


97.0 


83. 1 


fSi9fe#l 1 2 ©ft** 


95.5 


43.1 




96.7 


62.9 


nmmi 4©it&& 


88.0 


11. 1 


1 5©ft-&» 


92.3 


13.4 




87.4 


2. i 


Hifig^ 1 7 04fc«tt 


86.9 


37.9 




91.8 


30.9 


mmm 1 9 ©4t^& 


94. 3 


32.3 


0©tt£& 


94.6 


35.8 




94. 7 


28.7 


gjfefll 2 2 ©fc&tt 


93.8 


27.3 


£*fcfl|2 3©ft£tt 


94.0 


32.0 


^J&W 2 4 0tt6« 


94.6 


19.4 


IS*&0J2 5©ft^« 


97.9 


59.9 


H«S#j2 6©tt£ig9 


100.0 


56.4 


IS$£#]2 7©{fc^«9 


97.7 


60.9 


H^«3)2 8©ft&«5 


96.9 


51.8 




98.1 


93.1 


«ltN3 o©rts£^ 


98.4 


90.5 




97.9 


85.6 




95.2 


51.0 


%mm* 3©tt£«j 


93.4 


46.1 




96.1 


80.1 








KN 1-2 7 2 


>99.0 


96.7 



coo94] cis®!M2] m i vmmx/MMm®. 

h I V^iw«l:ff3 . TSBflS'J waStf)5E«*Hi 

[0095] fi[H I VvStt, Mft*ttaKift#& 
K£^fc«£3*VO**iiMlfcfri£<H. Nakasiraa et a 
l., Antiiicrob. Agents Chemother. 36. 1249-1255 (1 
992) &fc'£r#B§) fcftuMMilieifiL HTLV-I I IBSrffiV* 
T, filH I VvSttSrfFflft^. %t??4 9X3*4 ?-7* 

MT-4*M& (2 . 5 x 1 0» /we 1 1 . M01 : 0 . 01 ) £ XMHtSt^tHX. 

flit k t»K««*ff 3. C0 2 ydf 
5BISW»Ufcft, ^f^T £T£ff«BR*j!gj£*S. fit 



ectionfl)^(EC 5 o. 50 %effective concentratio 

n), msmmiwmfo&htzz&wi mmmmmcc 

50 .50 %cytotoxic concentratio^T-^fl-^iXlSt-fco 
>\sA<7)®$kmii3.& x 10 4 TCID 50 /mlc7)tcOS:ffl 
l^ft. filH I V«ttEC 5 „^)|WS*c7)-^l> MtWCiffl 
fi«ttcc 9e <ol«*<o-«i*2t:flHirT5tt. =5: 
fc, Rtt*fi8i:l/C. |ffi«KNI-27 2*fflV^,' 

*^^frs***sii{c«wij-rs est- sawtutKL, 

[0096] 
[«2] 



(23) 



nmy 10-1 01654 





fitH I Vfttt 
EC 50 (jug/ml) 


CC 50 (yug/ml) 




1.40 


320 




11.0 


106 




0.% 


15 








KNI-272 


0.21 


115 



to 09 7] cm.m3: mum^mm 
m®.mmzm^xmmuz. mm itztks-mte. m 



ftftvm&®.£$kh-fmn. auc 

HTffiS) . mrt <?j$iibr»ib) . m/iz. +~m 

1-272 tc«-ri»^m^ff-ti:T*-r. 

[0098] . * 

[H3] 





ik*m 


AUC 


MRT 


F 




(mg/kg) 


(/xg/ml • min) 


(min) 


(%) 












mmftik* 


10.0 


733 


268.40 




+~f!t!!l*lt£-¥- 


10.0 


163 




22.23 


(*») 










KNI-272 










mwmks- 


10.0 


224 


23.17 






10.0 


98 




43.20 



m^it^mX-h I. K N I - 2 7 2 h Jt« L . 
[0099J 

C H ) Hit h *%W<V i/><7^ H ft&Mt . WT 



■tfrftizMtX. ijr^JVmb^hZbifiX'^h. ft 

a. -ass*: o <m?^-r*r mtt.£%»mz. tks-um. 

[0 100] 
[*4] 







20. 


0 


% (wt./wt. ) 




79. 


5 


% (wt./wt. ) 




0. 


5 


% (wt./wt. ) 



[0101] 

r— tfft»«StttcJaiT. h i vrnfr- fe*H«i5tt 



(24) 



ffHH 1 10-101654 



(51) Int. CI. 6 IHM£9 

A6 1K 38/00 ADY 
C 0 7 D 209/16 
C0 7K 14/155 



F I 

C 0 7 D 209/16 
C0 7K 14/155 

A61K 37/02 ADY 



02) *8* ft* Sft (72)SWB« ** ftW 

*f5mFHTfi$rifii3TS17#35^ ffcft *K^*lffil^ri5-26 



